Cases of cytomegalovirus (CMV) infection are rare, and this infection is commonly asymptomatic in immunocompetent patients. Here, we report a pathologically proven case of CMV infection in gastric ulcers in an immunocompetent patient. A 35-year-old man visited our hospital for a surveillance esophagogastroduodenoscopy. Except fatigue, he had no other symptoms. Laboratory data showed that his white cell count was 9.28×10 3 /μL with 60.1% lymphocytes. However, aspartate transaminase and alanine aminotransferase levels were elevated. Esophagogastroduodenoscopy revealed multiple gastric ulcers that were healing. Two endoscopic biopsies were performed to obtain specimens at the ulcer base. Histological examination and immunohistochemistry confirmed CMV infection; subsequently, we decided that the best option was observation without medication. He revisited a month later, and the ulcers had disappeared. (Korean J Helicobacter Up Gastrointest Res 2019 Nov 13. [Epub ahead of print])
INTRODUCTION
Human disease occurring due to cytomegalovirus (CMV) varies and is largely host-dependent. CMV infection in immunocompromised patients leads to substantial morbidity and mortality, especially among those who are transplanted and infected with human immunodeficiency virus (HIV). 1 However, it is usually asymptomatic, but can cause symptoms like mononucleosis syndrome, in immunocompetent patients. 2 Generally, CMV infections involve many organs, such as the lungs, liver, central nervous system, and gastrointestinal tract, mostly common in the stomach and colon. 1 Gastrointestinal CMV infection is rare in hosts with normal immune system. 3 Majority of reported cases are CMV colitis. 4 This report described that the presence of abnormal mucosal surfaces prior to CMV infection could increase the risk of its occurrence. Only a few cases of cytomegalic cells in gastrointestinal tract ulcers in normal hosts have been reported. 5 CMV infection in the stomach generally causes hypertrophic and erosive gastritis with superficial and deep ulceration. 6 This is a case report of CMV infection in gastric ulcers confirmed through biopsy in an immunocompetent patient.
CASE REPORT
A 35-year-old man visited Ewha Womans University Medical Center for a surveillance esophagogastroduodenoscopy (EGD). He had no symptoms of epigastric pain, hematemesis, melena, and hematochezia. He was afebrile and did not have any medical history. His medical history was nonspecific, especially gastrointestinal disease. He was a never-smoker with history of recent social alcohol ingestion.
Laboratory data showed hemoglobin level of 15.2 g/dL and hematocrit of 45.9%. His white blood cell count was 9.28×10 3 with 60.1% lymphocytes (normal 20.5~51.1%). Electrolyte, creatinine, ALP, and bilirubin levels were within normal limits; however, AST and ALT were elevated, i.e., 78 (normal 0~40) IU/L and 123 (normal 0~40) IU/L, respectively. Chest X-ray was normal.
EGD showed the healing status of multiple ulcers at the angle, antrum, and lesser curvature of the lower body ( Fig. 1 ). Two endoscopic biopsies were obtained from the ulcers at the angle and lesser curvature of the antrum. Histologic examination confirmed chronic active gastritis with dense lymphoplasmacytic infiltration. Some intranuclear inclusions were suspicious of viral infections like CMV ( Fig. 2A ). Immunohistochemistry revealed CMV-pos-A B itive results, with CD20 positive in some infiltrating B cells ( Fig. 2B ). Giemsa staining displayed no identifiable
Helicobacter pylori (H. pylori). The patient was diagnosed with CMV-associated gastric ulcer, and then, a decision was made to perform observation only without medication, because the patient complained no symptoms, and shallow ulcers were already healing. He returned for a follow-up check-up a month later, and EGD was performed, which showed that the ulcers had been cleared ( Fig. 3) , and random biopsies from the gastric mucosa showed active H. pylori gastritis. Therefore, H. pylori eradication therapy has been initiated.
DISCUSSION
Herein, we report a case of pathologically proven CMV gastric ulceration in a young healthy immunocompetent patient who had a good prognosis without antiviral treatment. CMV infection has been known to commonly occur in immunodeficiency patients, such as those with HIV infection, who underwent solid organ or stem cell transplantation, and those undergoing chemo-or radiotherapy. [1] [2] [3] However, in the last decades, CMV disease in immunocompetent patients has been increasing, involving the upper gastrointestinal tract. 4 The clinical presentation of upper gastrointestinal CMV disease widely varies and depends on its location or severity in immunocompetent patients. 5 Epigastric pain, gastrointestinal bleeding, and nausea/vomiting were the most frequent complaints in patients with upper gastrointestinal CMV disease. [6] [7] [8] Moreover, approximately 7% of patients with upper gastrointestinal CMV disease may have an asymptomatic presentation such as in our case. 5 In a domestic report on CMV infection, the majority of immunocompetent patients were elderly, and many patients had accompanying diseases such as hemodialysis. 9 There are many studies and case reports on the association of CMV infection with autoimmune diseases. 10 Recently, there is increasing evidence that CMV is associated with many malignancies. 11 Therefore, there are im- 10 Immunocompetent patients are defined as having no congenital immunodeficiency, HIV infection, no transplantation, no prior chemotherapy, or no immunosuppressive (including corticosteroid) use. 7 This is a report of CMV infection in immunocompetent patients. He had no recent history of travel. He had no history of upper respiratory infection or fever, suggestive of viral infection, and no history of chemotherapy or radiation therapy. The aforementioned patient was healthy. He did not receive a blood transfusion for life, and had never taken steroids or drugs. He was not a risk group for acquired immunodeficiency syndrome. The patient was confirmed to have normal immunity by serial examination of complete blood count including absolute neutrophil count and peripheral blood smear. The endoscopic appearance of upper gastrointestinal CMV diseases also varies and is nonspecific, ranging from normal feature to deep ulcer with perforation or massive bleeding. 12 Erosions and ulcerations tend progress into multiple lesions in endoscopy. CMV disease is difficult to diagnose due to a wide array of potential clinical manifestations and endoscopic findings. Delayed diagnosis of CMV disease in immunocompetent adults can potentially result in numerous adverse outcomes. Delayed initiation of targeted therapy leads to increased morbidity and mortality as a result of disease progression. CMV infection in immunocompromised patients can be very difficult to treat. The fact that ulcers and CMV inclusions resolved without specific antiviral treatment gives further support to the belief that the patient's immune system is normal. The relationship of symptomatic ulcer disease with CMV inclusion findings in mucosal biopsies of ulcers remains unclear. 12 Whether CMV is a primary cause of gastrointestinal lesions or whether CMV colonizes preexisting lesions remain to be elucidated. 13 Some experts view that mucosal injury due to another cause may be followed by CMV infection in the granulation tissue, with then may result in further injury and perforation. 14 Others suggest that CMV plays an important role in the pathogenesis of localized gastrointestinal diseases. Furthermore, CMV is believed to may have play a role in the pathogenesis of acute gastrointestinal ulcers. 12 In immunodeficient or immunosuppressed hosts, antiviral treatment for CMV disease in the gastrointestinal tract is recommended with intravenous ganciclovir or valganciclovir for 2~3 weeks. 13 However, CMV infection has been considered self-limiting, and not all patients receive antiviral therapy. 14, 15 The role of antiviral therapy in immunocompetent patients remains controversial. Several studies reported that advanced age is a risk factor for CMV disease in immunocompetent hosts, in line with immune senescence. 16, 17 In addition, critical conditions or comorbidities can play a role in patients without immunodeficiency, causing significant impairment of the host's immune response. 18, 19 Therefore, an antiviral treatment should be considered in a case-by-case basis in immunocompetent patients, being often reserved for severe CMV disease, old age, and critical illness or comorbidities.
In the absence of risk factors, antiviral treatment appears to have little benefit, because most untreated patients have good evolution without complications. Depending on the degree of gastric ulceration and these symptoms, we should consider the variety of treatment methods. As with the patient in this case, most immunocompetent patients can expect improvement only by observation. If CMV infected patients are treated with immunosuppressants, including corticosteroids, or if they are being treated with radiation chemotherapy, their cessation improves the lesion.
If mononucleosis symptoms such as fever, epigastric pain, nausea, and vomiting are seen, supportive care such as fluid therapy and H2-receptor antagonist will be helpful. Antiviral and proton-pump inhibitor (PPI) treatments may be necessary because of the risk of perforation when the patient shows gastric ulcer on deep layer. 9 In this patient, administration of a PPI for acid suppression would have been an option to heal the ulcers without concomitant administration of an antiviral agent such as ganciclovir. 20 The gastric ulcers were completely healed within 4 weeks, and this rate was not considered to be delayed compared to H. pylori related ulcers. In this case, complete healing ulcers were confirmed within 4 weeks without any medication, including PPI treatment. Therefore, at this case, initial gastric ulcers were more related with CMV infection. In conclusion, we present a case of CMV gastric ulcers in a young healthy patient with good prognosis without antiviral treatment.
